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AB Sterile perforated polyethylene spheres (viffle golf balls) were implanted 
s.c. in beagle dogs. A local inflammatory reaction was elicited within 
the spheres by injecting carrageenan. Changes in leukocyte count, 
prostaglandin E2, thromboxane B2 and leukotriene B4 levels were monitored 
in fluid samples collected over a 24-h period. Blood samples were also 
collected at various time points and analyzed for prostaglandin E2 and 
leukotriene B4 production after ex vivo calcium ionophore treatment. 

Effects 

of standard anti -inflammatory agents (aspirin, indomethacin, 
dexamethasone, tenidap and zileuton) and newer cyclooxygenasa- 
2 (cox-2) selective agents (nimesulide, 

nabumetone and SC-S8125) were determined after oral administration. Ex vivo 
inhibition of cyclooxygenase product synthesis (prostaglandin E2, 
thromboxane B2) in whole blood was used as an indicator of activity for 
the constitutive COX-1 isoforra, although inhibition of the synthesis of 
these mediators in the chamber exudate during an inflammatory process is 
believed to represent cox-2 inhibition. Treatment 

effects on leukotriene B4 production were also determined both ex vivo in 

whole 

blood and in the fluid. All of the compds. tested, except aspirin 
, inhibited leukocyte infiltration into the fluid exudate. Inhibitors 
that exert their effects on both isoenzymes of cyclooxygenase attenuate 
production of cyclooxygenase metabolites in both the inflammatory exudate 



and 



in peripheral blood ex vivo, although cox-2 selective 
inhibitors only demonstrated activity in the exudate. A 5- 
llpoxygenase inhibitor (zileuton), a corticosteroid 
(dexamethasone) and a dual COX-2 selective/S 

-lipoxygenase inhibitor (RSTJ 63556) had similar profiles in that 

they ail inhibited cell infiltration and eicosanoid production in the fluid 

and also attenuated leukotriene B4 production in both the fluid and blood. 
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sclerosis, rheumatoid arthritis, osteoarthritis, stroke and cardiac 
reperfusion injury, acute pain, acute and chronic inflammatory pain, and 
neuropathic pain using I. Although the methods of prepn. are not claimed, 
hundreds of example prepns. and/or characterization data are included. 
For example, II was prepd. in 311 yield from the 4-methoxy analog and 
i sop ropy lamine in the presence of DIEA in MeQHi the 4-methoxy analog was 
prepd. from the dimethoxy analog and N # N-dimethyl-3-amino-2- 
hydroxybenzamide in 991 crude yield. Antagonist activities of some 
examples of I towards CXCR1, CXCR2 and CCR7 are given. 
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AB Disclosed are diaminothiadiazole mono- and dioxides (shown as I; e.g. II) 
and the pharmaceutically acceptable salts and solvates thereof. Examples 
of substituent A include heteroaryl, aryl, heterocycloalkyl, cycloalkyl, 
aryl, alkynyl, alkenyl, aminoalkyl, alkyl or amino; examples of 
substituent B include aryl and heteroaryl; g - 1, 2. Also disclosed is a 
method of treating a chemokine mediated diseases, such as, cancer, 
angiogenesis, angiogenic ocular diseases, pulmonary diseases, multiple 
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ethanolamine, and 4-methoxybenzaldehyde to give 4-methoxybenzaldehyde 
0-[2- [3- (3-ethoxy-4-methoxyphenyl) -5, 6-dihydro-4H-pyridazin-l-yl) -2- 
oxoethyl]oxime. 
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AB Title compds. [I; Rl, R2 - H, OH, OR8, SR8, SOR8, S02R8, halo; R1R2 - 
OCH20, 0CH2CH2O; R3 - H, AR7, COAR7, C02AR7, CONH2, NH2, etc.; R7 - H, 
C02H, NH2, OH, etc.; R8 - (substituted) alkyl, alkenyl, cycloalkyl, 
alkylenecycloalkyl, etc.; A - null, (0, S, SO, S02, imi no-interrupted) 
alkylene, alkenylene, cycloalkylene; B • (substituted) aryl, heteroaryl; X 
- (O, S, SO, S02, imino-interrupted) alkylene] , were prepared as 
phosphodiesterase IV inhibitors for treating osteoporosis, tumors, 
cachexia, atherosclerosis, rheumatoid arthritis, multiple sclerosis, 
diabetes mellitus, inflammatory processes, allergies, asthma, autoimmune 
diseases, myocardial diseases and AIDS (no data). Thus, 
3-(3-ethoxy-4-methoxyphenyl) -5, 6-dihydro-4H-pyridazine was treated 
sequentially with chloroacetyl chloride, N-hydroxyphthalimide, 
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chronic inflammatory disorders, psoriasis, cystic fibrosis, asthma and 
cancer. Also disclosed are novel compds. I. Compds, I inhibit CXCR1 and 
CXCR2 chemokine receptors with IC50 <20 and <S fiH. The combination of 
suboptimal doses of II at 1 mg/kg (20% inhibition) and indomethacin at 0.5 
mg/kg (01 inhibition) caused a significant 411 redn. of paw edema 
(carrageenan-induced rat paw edema model), suggesting that this 
combination results in greater efficacy than either agent alone. This 
combination did not cause a further redn. in myeloperoxidase activity in 
the hindpaw compared to II alone (671 inhibition for II; indomethacin - 
58% inhibition; combination - 55% inhibition). The combination of 
suboptimal doses of II at 1 mg/kg and betamethasone at 0.05 mg/kg (32% 
inhibition) also demonstrated greater efficacy in inhibiting edema (61% 
inhibition). An additive inhibition of paw PGE2 levels was also obsd. 
(31% inhibition by either betamethasone or II alone, vs. 78% inhibition 
with the combination) . Analogous tests were also done with the 
Streptococcal cell wall-induced mouse knee swelling model. Although the 
methods of prepn. are not claimed, .apprx.50 pages of prepns. and 
characterization data are included. 

REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




B— NH NH-A I 



AB Methods of treating chemokine-mediated diseases are disclosed. The 

methods comprise the administration of CXC-Chemokine receptor antagonists 
(shown as I; A » optionally substituted pyridinylalkyl, 

1- oxopyridinylalkyl, thiazolylalkyl, etc.; B - optionally substituted Ph, 
benzotriazol-4-yl, benzimidazol-4-yl, etc.; e.g. 3- [[3- 

[ (dime thyl amino) carbonyl] -2-hydroxyphenyl] amino] -4-[ [ (R) -1- (5-methylfuran- 

2- yl)propyl]amino]cyclobutene-l,2-dione (II)), or pharmaceutical ly 
acceptable salts or solvates thereof, in combination with other classes of 
pharmaceutical compds. The chemokine-mediated diseases include acute and 
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activation and degranulation of eosinophils, esp. asthma, chronic 
bronchitis, and chronic obstructive pulmonary disease, were prepd. E.g., 
a multi-step synthesis of the amide II, starting from Me 3-bromobenzoate 
and 4-f ormylbenzeneboronic acid, was qiven. Compds. I showed 
anti-inflammatory activity at 0.0001 pH to 20.0 in whole blood 
assay for LTE4. 
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AB The title compds. [I; g - 0-1; j - 0-1; provided that when j - 0, n must 
be 2; k - 0-1; m - 0-2; n - 1-2; Wl - 0, SOt (t - 0-2), NR3; W2 - OCR9R10, 
or absent; Y - CR1, NOk (k - 0-1); R9, R10 - H, F, CF3, etc.; or R9 and 
R10 are taken together, but only in the case where m - 1, to form a spiro 
moiety; R7, R8 have the same meaning as R9, R10 except that one of them 
must be H; Rl, R2 - H, F, CI, etc.; R3 - H, alkyl, Ph, etc.; R4-R6 - H, F, 
CI, etc.; Ql - Ph, benzodioxyl, etc.; Q2 - biaryl moiety], useful as 
inhibitors of PDE4 in the treatment of diseases regulated by the 
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alkoxy, (di)alkylamino, alkylcarbonyl, or alkoxycarbonyl) were prepd. as 
cyclooxygenase-2 (COX-2) inhibitors. For example, 

6-chloro-3-pyridinesulfonaiaide was treated with anhyd. hydrazine and 

dissolved in 10% methanolic KC1 to give the 6-hydrazino di hydrochloride 

(84.5%). RefluKing furan-2-boronic acid, Pd (PPh3) 2C12, and satd. NaHC03 

soln. with 4,4,4-trifluoro-l-(4-bromophenyl)butane-l,3-dione for 5 h gave 

the 2-furylphenyl deriv. (61.2%). Heating the hydrazine with the 

butanedione to reflux temp, for 18 h afforded the cycloaddn. product (II) 

in 11.5% yield. In either canine or human in vitro COX- 

2 assays, I inhibited cox-2 vith IC50 values 

of 0.001 nM to 3 nM- I are useful in the treatment of pain, 

inflammation, and other diseases and conditions mediated by COX- 

2. 
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AB Title corapds. (I) [wherein A and Rl - independently (un) substituted 5-6 

raembered heteroaryl ring which may be fused to a 5-7 membered carbocyclic 
or 5-6 membered heteroaryl ringi R2 - NH2; R3 and R4 - independently H, 
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AB The invention relates to treating or preventing inflammatory processes and 
diseases in dogs associated with the activity of inducible cyclooxygenase-2 

( 

cox-2), while at the same time reducing or eliminating 

undesirable side effects associated with simultaneous inhibition of the 

activity of constitutive cyclooxygenase-1 (COX-1) by selectively 

inhibiting cox-2 activity with reference to COX-1 activity, 

wherein the selectivity ratio or cox-2: COX-1 activity 

inhibition is at least 3:1 based on ex vivo inhibition levels measured in 
whole blood. The inhibitor is a member selected from the group of 
antiinflammatory compds. consisting essentially of salicylic acid derivs., 
p-aminophenol derivs., indole and indene acetic acids, heteroaryl acetic 
acids, arylpropionic acids, anthrani lie acids, enolic acids, and 
alkanonesi the inhibitor in particular is comprised of the 
(+) (S)-enantiomer of 6-chloro-«-methyl-9H-carbazole-2- acetic acid. 
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=> d his 

(FILE 'HOME' ENTERED AT 09:15:02 ON 12 MAY 2005) 

FILE 'REGISTRY* ENTERED AT 09:15:09 ON 12 MAY 2005 
LI 1611 S CYCLOSPORIN 

FILE 'CA* ENTERED AT 09:16:55 ON 12 MAY 2005 
L2 7696 S COX-2 

L3 15626 S LIPOXYGENASE 

L4 19125 S LI OR CYCLOSPORIN 

L5 6 S L2 AND L3 AND L4 

~> 

Logging off of STN 



= > 

Executing the logoff script... 



=> LOG Y 

STN INTERNATIONAL LOGOFF AT 09:18:33 ON 12 MAY 2005 



10/098,644 

= > s cyclosporin 

LI " 1611 CYCLOSPORIN 



